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[1, 2 -a] fcf^>- 1 ->f/l/] #3f£/] WWl. 2- [ [ 
5- (2-T^y-l, 2 -*;*^yi^j -6-if;i/-7-7i-Wf 
;i/ [1, 2-b] l^V #^>-4 ->f;i/] 2f-3f£/] g|^ > 2 - [ [5- (2-T 
2-i/'t=^yxf;i/) -2, 6-i/^f;i/-7-7xX^^f;i/ [l 
, 2-b] \fi U *$;>-4 --f;i/] @m ££tf2- [ [5- (2-T 

2-^^pyai^;i/) - 6-lf;i/-2-7i^-7-7iiW 
^/l/ [1, 2-b] tf U^*^>-4 --f;i/] >f^r^] »BfcfrS>jB#i3ftSft-&#f 

[»^2 9] 3£: 
[ft 3 0] 




ffigE#¥ 1 1-3078005 



1 0 — 2 9 24 



Ht*£3 2] s PLA 2 PIW£U#I ISPLA 2 PIfMtfeSi^3 0 $. 

[f^3 3] Bi#g#>im am mm. vm. $.fc&wv&&n&m3 

0 — 3 2m^*l2MCga«<Z>^#$t 0 
|| [§M3 4] s PLA 2 ffifH:^tS3t^#»i:tSlj|iiS«?lll 

[ft^3 5] ^ffil£fcUjbW±lZ£&mifctf&VZmlZ s PLA 2 Pfl#^J 

%t-?z>&>mnz s p l a 2 mmffl zit z&mt: -r^miknmmmwo^ 

glsL-fcfHc s PLA 2 lf^I$:^t63i:$:Mi:tSli(iiS«^f©fK 



[ff#«3 9] s PLA 2 ifliq If PLA 2 Pflf^JtS>5iM3 4~ 

[fti4 0] iisi^im jam mm. ftm. ^r^hmv$>^>m^ms 

6 — 3 9 m^*l2MCfB*g<7>^B&:fr& 0 

[3t#^4 2] s PL A 2 lfi#SIS:-^Wr i: UtM^Slt 

2 2 mgE#¥ 11-3078005 



10—292423 



[»#^4 5] s P L A 2 Ba«!f# I IS[PLA 2 IH*Sff-e*Slf#^4 1~ 

[iM4 6] m&ififom* ffFfli, tfNL ifc«/Mt^Si^4 
2~4 5©^^;frfc8B«©i&R#$5S. 

[»^^4 8] s PLA 2 ffi«U#I IS?PLA 2 IH*»!fe»S»^4 7 IB 
[M4 9] II#£#/im BWU ffNU *fctt/h»T?&SW:£^4 

[f^5o] dijfiifi*sig»aF=fe*&«*fcti^R&-r*fc«)jcMv\sBi3ia% 
smfci!)0sPLA 2 isii0m 

Wk-thfctooyi IggPLA 2 EB<gfl|g>%Mo 

[^f£tf>#lM«&IM] 
[0 0 0 1] 

*mm\$. spl a 2 pm p l A 2 mmm) . mzi ispl a 2 i® 

[0 0 0 2] 

2 3 fflffEW^ 11-3078005 



1 0-2 9 2 4 



T. foW±mifcfrb<Dm^WW,£ : £<D&m^<DJ&m (Non-heart beating donor 
program: NHBD) i $ tlT ^3, L^b, m&<2€^l5l»5$&ffi& <fc tm#& 
#&=boTbTt>NHBDfc}:3 0#tf>Mifil£ 1 2 ^©^ISJfil^JiT^^^ 
:#tf>l£#^&£„ 1 ij^tf)Graft£5p$st> 5 0%lC$|£:;&V^ NHBDH 

31© #) IC liv£>^ih^ IC <fc £ !!#§«§fB £ T* IZ £ £ 6 SPfljfai^W, 

■ztnzm<&&mtpv<D%tM.ikmm. ^hizit^m^stm^nmrnizm^Lt^ 
mm mm* mm tsrt^Mt^s. ^.(oxot^m^-t^ mm ^ l t 

x> FirU >T>#=3f— X h (J. Am Coll Surg October 1997 Volume 185 358- 
364) „ 7f;^>7>^^-Xh (Transplantation Vol. 63, 217-223, No. 2 
, 1997) , $&{&&&mKi&mitmWM (Transplantation Vol. 63, 202-208, No 
. 2, 1997) ^#*H£>*lTV^ 0 

s P L A 2 lfi$£9JCg8LTte, EP-620214 (#^7-0 1 0 83 8 
, US- 5 5 7 8 6.34) , EP-620215 7-025850, U 

Sr-5684034), EP-675110 (#Hg5p 7-285933. U S - 
5 6 5 4 3 2 6) , WO 9 6/0 3 1 2 0 (#H&¥ 10-505336) . WO 

06X03376 (# ffl^ 1 0 503208, US - 5 6 4 1 8 0 0) , WO 

96/03383 (mffl¥- 1 0-5 0 5 5 8 4). W09 7/2 1 6 64 (EP 
-7 7 9 2 7 1 ) , WO 97/21716 (EP-779273). WO 98/ 
18464 (EP839806), WO 98/24437 (EP846687) 
, W0 9 8/2 4 7 5 6. W09 8/2 4 7 9 4. W09 8/2 5 6 0 9f tCfH 

/J>J»<&&lfiltC.fcoT/jN»P L A 2 *gte#Jt#U P L A 2 ffiSSfT*S ? U 

2 4 mSE#¥ 1 1 -3078005 



10 — 292423 



2> (Am. J. Physiol. , 268:G397 (1 9 9 5)). /J> 
MjfeT?±#*r£ P L A 2 &, t^^/^if^ I IST^Si:©i^fe6 (B*h£ 
3£ ^960 Sgl 2# P-823 1 9 9 5^12^10) „ UfrU £*l 

e>©:fciKK:fcU5ffTK« (/Mfi) ©&JfiL H»«StCJ:oTffiI©»« (1$) -e^cs 

fc^sPLA 2 i!ii^ffim«^*, #ici iMPLAgisw^M^^-r^ff: 

[0 0 0 3] 
[0 0 0 4] 

##gt5m. i) s PLA^mM^m^j^thx^mir^msknmmmmm 

$. fc, II) s P L AgfflMUtf IISPL A 2 lfiWSfT*feS I ) IB*tf>^lfil?l 

m& mwmm * fe tt ^ 

Ill) ( I ) : 

[ft 3 1] 




[5£rfi, R & (a) C7-C2 0 7M;K C7-C2 0 7M-;i/, C7- 

c2otji/«, mmmm. $.f=.izmmmm> (to 1 *fci«*u6ii±. 

2 5 ffi SE#¥ 1 1-3078005 



10-2924 



(L 1 ) -R 7 (5£tfi, L 1 ^*^^ gKUR^ &3llJK^ 

) ^ltM^-<Z>#, i i i) WtMM^-<D&, i v) *II?-i:giJ|?©&, v) 
t5£TfimmR3-G>&* R 7 & (a) Sfctt (b) ^e>«?£*l3g) 3^&»iRS 
R 2 &. ?fcfgM^\ 7\P^f> % C1-C37W, C3-C4^^D7W 

, C3-C4i/^n7^/^r-;i/, ci-C3 7^^;^i/, £fc«ci-C3 

R 3 £J:tfR 4 tt, -en^tl3teLT^M^, #&r«ttSm«, (L 2 

) - (SfcttS) <5W, L 2 k»[£«£©5i^«£^U fiM£3£fc 

SfcU ~5T'SS) o fci£U R 3 ££teR 4 <Z>£tpb^-7m- (L 2 ) - (& 

Ut3 2] 



(5£4», R 8 £<fctf R 9 &^^;ftM:&LT, ?RijiM^\ C1-C3 7W, * 
NH 2 $fc«-NHNH 2 ) T*mt>£tl2>m] 

2 6 ffitEE4#^ 11-3078005 



#^2 10 — 292423 



[0 0 0 5] 
IV) -jK5£ (II): 
Ht3 3] 





b, d, f, h, j, nu £ itfo Ji^ti-TtiSfi^LT 0~2CD3gifc, 
R 16 fe<fet>*R 17 tt^tl-?tl^LT/\n^>, C1-C107W, Cl-C 

i0 7^ms/, ci-ci07Wfl 7x^;k fc<fci>*c i -c l 

CH 2 -*fett- (CH 2 ) 2 - yttiil^ttaTO^ c i, fcitf 
pttO~5©SEJt el$0~7 gli0~4« k J: t>* n tt-fti^ 

R 12 SAn^f>, ci-C3 7;i/^;k *fcttC3-C4*/^n7W; 

2 7 ffifl#^ 11-3078005 



0 — 2 9 2 4 



R 13 l**mm*Ztcl$- (L 3 ) -R 18 <5$tfi, L 3 ti-OCH 2 -, -SCH 2 - 
, -NH-CH 2 - -CH 2 -CH 2 -, -O-CH (CHg) &t=.&-0- 
CH (CH 2 CH 2 Ph) R 18 ii-COOH, - S O3H, -fefcli-P (O) 

(OH) 2 , Phtt7i-;^att) ; 
R U lZ7kmm*l£frte- (L 4 ) -R 19 (5**, L 4 tt5£: 

[ft 3 5] 



R 20 ^ R 20 R 20 



R 20 /=x ^ R 20 „*> 



7 /=>^ i ^ 

r 21 ^-^ A« A* 



R 20 R 20 

H I 7 

N-C— (CH2),- 3 CH 2 — C— (CHdn 



. Cl-C10 75^, */I/sJf^rS/, T^/^r^/**S/*^3K— ^, £fcfcfcy\ 
U?» , R 19 »-COOH, -SO3H, 3* fete- P (O) (OH) 2 ) , fee 

u R 13 fc<fca t R 14 i«BHc7fcf|jiC^&&^ ; 
R 15 i3J:tyR 16 tt - m - rm!taiLT7K3KiR^ ci-cerw, 

, C 1 -C 6T;i/^;i/7h=¥^, C1-C6 7M;W, Cl-C6fc:Kn3^> 

t;i/^t;k C2-C6ad7^wj/, ^ny>, a/i/jK**/, ci-C6 
; 

R B tt5£ : 



11-3078005 



10 — 2 9 2423 



lit 3 6] 



o 



o 



o 



zitmmtmMm) ] 

[0 0 0 6] 
V) -«^; (III): 
[ft 3 7] 



(55*, R n ^3J:t>*R 12 «laf2i:imS*, R 22 &7Ki?IM^\ C1-C67W 

VI) (IV): 
[ft 3 8 ] 



HOOC 




(III) 




(TV) 



2 9 



miiE^ 5 ! 2 11-3078005 



1 0 — 2 9 2 4 



(5£*, R 1 , R 2 , R 3 . R 4 . R 5 , R 6 . ££tfR A &t&f3£|f|;§;« 0 fc£U 
R 3 ££teR 4 c7)£*,e,^--;$&- (L 2 ) - (»ttS) V2b&o ) 

VII) -JR^; (V) : 
[ft 3 9 ] 




(5£#, R » R 1Z , R % R » R 10 , R lb , fc<fctfR B ttfffSBi:lMiio 

eu R 13 ^J:^J ^ R 14 ^±llI^^c^M^T^i^v^) 

[0 0 0 7] 

• viii) (VI) : 

[ft 4 0] 




(VI) 



(5£*, R 1 . R 2 . R 3 R 4 , R 5 , R 6 , t3«fctfR A ttfiffBfcEr3Ki| 0 fc£U 
R 3 ^fcliR 4 c7)^^e)^-^«- (L 2 ) - (SM£g) T'&S„ ) 

3 0 mSE4f ¥ 11-3078005 
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I X) -«5£ (VII) 



[ft4 1] 



R 



1 13 




R 



R 



,16 



R 



(5£tfi, R , R Ai \ R , R if \ R , R 1( \ <fc R 5 &irfgS£ f^im, £ 

eu R 13 fecl;^R 14 ^il^^^c^ig^T^i^v^) 

[0 0 0 8] 
X) -«55 (VIII): 
[ft 4 2] 



(aS*, R 1 , R 2 . R 3 , R 4 , R 5 , R 6 , i3J:^R%Bu|H^|lI^ 0 fe;EU 
R 3 ^fe«R 4 Oif^e5^-^«- (L 2 ) - (gfcffi|£) T'feS. ) 
T?io*3*lSft#*J. WnK5y^, %L<tt**ie>©SyE±f^Sft*i6, 

mm. 

X I ) -JK^; (IX) : 




R 



3 1 



ffi!I#^ 11-3078005 



4f^F 1 0 — 2 9 2 4 



• 



[ffc4 3] 




R 



R 



12 



(DC) 



(5£*, R 11 , R 12 . R 13 R 14 , R 15 , R ie \ ^J;t>*R B ttB«lHi:^« 0 
£U R 13 ;l3J:tf R 14 fcmi$C;fclSM^T*&fcvO 

mm. 

XII) -$5$ (X) : 
[ffc4 4]' 



R 2 . R 3 . R 4 % R 5 , R 6 , feJ:^R A {i|tflHi:im^ao «&»tt*g^<Z># 

fcfiF**) . fc£U R S &frl$R A <D¥*>bfr-Jjlt- (L 2 ) - T? 
) 

[0 0 0 9] 
X I I I ) -jRa£ (XI) : 




(X) 



mHE#5|2 i 1-3078005 



4#^2 10 — 292423 



[ft 4 5] 




(XT) 



R IZ . R 1 ^ R \ R iJ \ R ifc \ R , t3J:tf«i|»H:firi3fcl^SSiU 

Sr**5-r»#Ji, R D ii = CH- (CH 2 ) a . r R 10 l:it (R 10 , R 11 , 
tfa&f&IBillwI^) . fejEU R 13 fiJ:tJfR 14 ttra«rK:*ll5iR-7-7?tia:vO 

XIV) -«5£ (XII) : 



r 1 , rK ■ &±&mmi#<m£\»u&m % 

R 24 J4k. Kn^rS/*fett-0 (CH 2 ) r -R E (5£rfr, R E &3kf?tMd\ ^7; 
, T^y, JjJlXffJl* -CONR 26 R 27 , -NHS0 2 R 28 , Jfcft-CO 
NHS0 2 R 28 (sfcrfi, R 26 fe«fctJfR 27 tt-e*l-mS!ftlibTC 1-C47W 
ifctt7i-A (C1-C4 7W) > R 28 (Wmi/%L<tt-COO ( 
Cl-C4 7^;i/) T?SifcS*lTV>£:7:c-;i/, 7x-/I/, C1-C67K 
;K h'J7MD^f;i/, (L 2 ) - (5£(f», L 2 l»WH^|ef 

&&) ) , r Ji 1 ~ 5 ©JS») ; 



[ft 4 6] 




R 



3 3 



mtE^^P 11-30780 0 5 



1 0 — 2 9 2 4 



, 2 ft, 3 flu *>b<Ji4fiJCS3RJR^-S:iSl|^K:i 61^ 

q tt 1 ~ 3 <DW& ; 

fc£U R^^jg^feJctJfR^/Oj;^/©*^, R 24 &-0- (CH 2 ) t 
H (t &1 £fcfci:2) T^SaRiBC^CDil^ttWttlfi, 2&. fcL< 

»3fi(CillI^t;b<«M^ * fettle 2flU 3flU fcL<tt4&K: 

BSSf. 

[0 0 10] 
XV) (XII) : 

[ft 4 7] 




pan 



[5**, R 23 teii&S2£|iO;§^; 
R 29 li-NHNH 2 ifctt-NH 2 ; 

R 30 \Z\l Kn^rS/*fett-0 (CH 2 ) r-R F (5£cfi, R F li^M^ jtj/l/tf? 

%jva=es( ;k -coo (c i -C4 r;b^;i/) , -P (=0) (R 33 R 

3 4 aJiE#^ 11-3078005 



10—292423 



-C4 7W) , -SO3H, -SO3 (Cl-C4 7;i/^b) , rh^yj^ 
. S'?;, r^y. -nhso 2 r 35 . -CONHSO^ 35 R 35 SC 1 

<tt-COO (C1-C4 7W) T'«m$tlfe73:^;i/) , r iZtRteHmM 

R 31 tt**£C-3\ -O- (C1-C47W) , /\U>f> % Cl-C67^ 
^ "7^-^ (C1-C47W) 7ii;K -CH 2 OSi (C1-C6 

T;i/^p;i/) „ 7U^. ^x-;k (ci-c6tKn^7W) , - (ch 

2 ) s R 36 0£*R 36 «*i?tM^ #;Wt^;i/, -NR 26 NR 2 l >>7A * 
fett7ii^ (5St£, R 26 i3i:^R 27 tiBffiai:|sl*a) , s 1 ~ 8 ©fflR) , 
*fettCl-C6 7M^, ^D^*>, *j L< tt h U ^;i/5rn^^^Tttg|$*l 
fe7i^Jl/ ; 

R^ttaKl&K^ C5-C147W, C3-C14J/^D7;i/^ fcTUS? 

;k tfc{ici-C6 7M;K An^f>, hV7Mn^f;K h 

y 7 /i/tfn 3fs/, c 1 -c 4 t;!/*/!/:*-^^ ^7;, ci-C4r;i/ 

= 3 p;i/^-^ 7 (ci-C4 7M;i/) , (ci-C4 7;i/^) 

Mo 

[0011] 
XVI) -jS85$ (XIII) : 

R 37 
N NH 



ffi$E#¥- 11-3078005 



#5p 1 0 — 2 9 2 4 



, =bb<tt- (ch 2 ) 0 _ 2 coNH 2 ^«ifts*ifct:u $»-2->r/i/ ; 

R%C1 -C4 7;i/^r;k ^7^ , ;\U>fy^ - hD, -COO (C1-C4 

r;i/3f;i/) , %L/<(ihU >';l/^-^^5 1 ;I/-el~3M^Tggl$tlTv^T ; foj:v^7 

oq 

^ 7^, *;y-^, (ci-c4 7m) frV'J^, i*fci±2«mci 

>, Cl-C4 7;i/^;i/^^, -COO (C1-C4 7;W , ^^y^rS/ 

fei:r;-SR 4() R 40 ti c l - c 4 7^^p;i/ 1 n 7 x-^ 

SS^^^S^^tlSSiltt-eeSl^nfe^ai-;^ 1O0-O- (ch 2 ) ^gR 

41 (5£#. r 41 &S/t;, ^;i//K^r^, ^w^^ok Sfetif-N^v^u ^) . 
-or 42 (^(p, R 42 «5/^n^>^;i/, S/^n^Sz/i/, *fctt/\n^» . 

££ttC 1 - C4 7^3^rS/*eiSiJ|Stl&7a:— ^/J^e>ftS^e>3i^SiX-S* 

# t J* i ~ 5 

[00 1 2 ] 
XV I I ) — ffl& (XIV) : 



miiE#¥ 1 1-3078005 



10 — 292423 



[fb4 9] 



o 




(CH2>u-M(R 47 )v 



(XIV) 



R 45 ^J:^R 46 »^tl^nM3iLT^M^, Cl-C4 7^, C1-C4 
7JV3rJV*3ris^ C 1 - C4 7;i/^l/ft, /\D>f>, 7 a: £.f-&/\uJf 

R^fcJ^jRIK^fcttC l - C4 7^ ; 
M}i-C0 2 -, -POg-, *fett-S0 3 -; 
L»-0-££ii- (CH £ ) ; 
u It 1 ~ 8 (DmWL ; 

M#- G 0 2 - % U < tt- P O3- v 1 , M#- S O3- v « 

1 £fc«2] 

XV I I I) -«5£ (XV) : 
[-ft 5 0] 




(XV) 



3 7 



ffiSE^ 11-3078005 



10—2924 



[55*, R*°tt*JS«^ C1-C4 7W, 7x-^/, *fcfc):l *fctt2ft 
BfCl-C4 7^, C1-C4 7^WS/, 7x— ;i/ (Cl-C47^ 

3f;i0 „ ci-C4 7M;i/f^ Any>%L<ti7x— ^P,fts^e>38 

4Q 

R*°tt#MC-?> ci-C47;w, Kutfy, ci-C47;^M*^ 

££l£C 1 -C4 7M;W ; 
O ; 

R 52 tt-NH 2 Jfc(i-NHNH 2 ; 

R 53 fe cfc R 54 « £ % fC*fgf^2: « R 53 *S «fc Xf R 5 *<D-Jjtf7kmm?-<DmiS 

, Mci-C4 7;w^fe»- (ch 2 ) 0 _ 4 -R 56 (xt*, R 56 ii-co 

2 R 57 , -PO3 (R 57 ) 2 , -P0 4 (R 57 ) 2 , Jfctt-SOgR 57 R 57 
tt^tl-etlSftSiLTC 1 -C4 T;i/^;i/) ) £7cJiR 53 £ R 54 #-^C&oT = 
O £ 7c i± = S ; 

JttR 58 - (C1-C67W) R 58 - (C2-C6 7M-;!/) * 
fe«^-;i/h^R 58 T'gm$tl7c^x^;i/ (5£tfi % R 58 &- (CH 2 ) j^R 59 ( 
5$*, R 59 tt-C0 2 R 57 , -PO3 (R 57 ) , -P0 4 (R 57 ) 2 , *fett-S0 
3 R 57 (5£* % R 57 «sufHi:I^S«) ) , $e>lc±fH7x-;i/S»*:miS^-, C 
1-C47W, AD^fX £J:tfC 1 -C4 T^/^^*#S/*»&3&;*Sf^e, 

[0 0 13] 
XIX) (XVI) : 



ffilE#^ 11-3078005 



1 0-292 42 3 

[ft 5 1 ] 




(XVI) 



Gl±-CH 2 -^}tli-0- ; 

Ett- (CH 2 ) ^R 62 (^^R 62 li-C0 2 H, -S0 3 H, ££tf-PO (O 

h) e> 3 *i*bm£2I] 

XX) — «5£ (XV II): 
[ft5 2] 




(XVII) 



[5fc#, R w «*J»SIS^*fcW:-o- (ch 2 ) ^gR 69 (5£*, R 69 &-C0 2 

R™ -P0 3 (R 70 ) 2 , tfeli-S0 3 R 70 (sfcrfi, R 70 «^tl-TtlM5i t T 
*II?ttiiCl-C4 7;i/^;i/) ) ; 
R 64 &7KflM^£fc&fc: Kn^ri/; 

3 9 miE^¥ 1 1-307800 5 



1 0-2 9 2 4 



-*fctt-CH 2 - R 71 (i^3in;i/, 1 *fct±2MM^n^f>, C1-C47 

fe£U R^ff-B-R 71 ©*^ R 63 tt*JlM^ ; R 63 R 64 , R 65 . R 66 , 
feJ:OtR 68 ««**«^, R 67 ^-O-R 71 T?**#^0:, R 71 »:7:e^*T?*sH 
. R 63 R 64 % R 65^ R 66 % ^^68^*^^ R 67 #-C Hg- R 71 T?* 

R 71 »lo©* h^r^^fe«2oCD^nn*Tgm$tife7ain;p 

Mo 

Co o i 4 3 

XXI) -jftaS (XV III): 
[ft 5 3 ] 




(XVIII) 



[5£*. R'*&£&R ,6 i$?n?nwiLLX7kmm*$.f^*#®m&mmm. t=. 

R 74 l±*^M^, -O- (CH 2 ) 2 _ 4 -R 75 , -O- [CH (CH 3 ) ] 2 _ 4 ~ R 
75 , *fcfcfc-0- [CH (CH 2 CH 2 C 6 H 5 ) ] 2 _ 4 -R 75 R 75 »-C 
0 2 H, -P0 3 H 2> S O a H 2 ) ; 

Att-0-^fclj:-CH 2 -] 

4 0 ffilE#¥ 11-3078005 



10—292423 



Mo 

XXII) -$5$; (XIX) : 
[ft 5 4 ] 



R 83 &- (L 5 ) -R A (^tR L 5 {±#^. -CH 2 - -O-, - S — N 

H-, £fc&-C (=0) R A &tfffia£IM«) ; 

R 84 «- (L 6 ) - (fifcttS) OCT, L 6 ttKffiSi:©i£eil) ] 

mm. 

XXII I) — «5£ (XX) : 

[ft 5 5] : 



[5£tp, R 11 , R 15 , £J:tfR B teftffBi:^;g« ; 





R 



,11 



4 1 



mtE^F¥ 11-3078005 



#i£ 1 0—2 9 2 4 



R 86 &- (L 3 ) -R 18 (5£tfi, L 3 ^3J:t>*R 18 ^tfffBi:|gfjt«) ] 

mm. 

XXIV) -jtt5£ (XXI) : 
[ft5 6] 



rK R 2 . R 3 , R 5 , R 6 , £J:tfR%tfrffli:H**l) 

Mo 

[0015] 
XXV) — Jtt5£ (XX II) : 
[ft 5 7] 




(xxn) 



(5£#, R 11 , R 12 , R 13 , R 15 . R 16 . £<fctfR B a:t&iBi:fmii) 

Mo 

XXV I) — flg5£ (XX III): 




4 2 



aj5E4f ¥ 1 1-3078005 
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[ft5 8] 




R 3 R* 



(xxm) 



R 



(5$*, R 1 , R 2 , R 3 . R 5 , R 6 , ^3J:^R A tt@&f2^I^Sa) 
MM* 

[0 0 16] 
XXVI I) (XXIV) : 

[ft 5 9 ] 



(5£tf», R » R Xi \ R , R iD , R % fe«fctKR D «ifflBi:(5fS«) 

xxviii) [3- (2-r5;-i, 2 -s;*dpyx^^/) - 2 

-1- (y - 1 H-^r> K-;i/-4 ->r;i/] yj-^ri/] d 1 

-2 - [ [3- (2-y^y-i, - 2 1 - ( 

^i-^f^) - 1 H->r > K-;i/-4 ->r/b] [ [3 

- (2-r^y-i, 2 -i;t^yxf;i/) -1- ( [1, r -tryx-;i/] 

- 2->f -2-^fjv-iH->f>K-;i/-4->f;i/] g£& 
, [[3-(2-T^y-i, 2-s;t*vif^) -1- ( [1, 1' -If 7 




(xxrv) 



4 3 



tfJSE#^ 11-3078005 



#3* 1 0-2 9 2 4 



mm. [ [3 - (2-r^y-i, -i - ( [i, i 

' - -4 -J -2-^f;i/-iH-^f>F-;i/-4-^ 

)l] **risl Wm. [[3- (2-7^7-1, 2 - V rc^;!/) - 1 - [ 

(2, 6-i/^nn7ii;b) -2-^f;i/-iH->f>K-;i/-4- 

-f^/] *^rS/] Bfift, [ [3 — (2—7^7 — 1, 2-V**V3L^)\,) - 1 - 
[ (4-7^D7i-^) - 2 -*=f-Ji> — 1 H--f>K-;i/-4--f 

tf^*/] [ [3 - (2-7^ J - 1, 2 -^Tf-^rVX^;!/) - 2 

q ^b-l- [ - l H->f > K-/1/-4 --f 

] [[3- (2-75;-i, 2-^^-dpyo:5 : -;v) -z-^jv- 1 - 

(7irjb^f;i,) — 1 H — f>K — >>!/— 4 — >f Jl/2 :*3f^] [ [3- ( 

2- 7^7-1, - 2 -:r^;i/- 6 1 - (7 a: 
— -lH-^f>K^-4--f;i/] pr^rS/] gf^, [ [3- (2-7 
^7-1, 2-i/'t^yxf;i/) - 6 -JjJltficis- 2 l - (71- 

- i H->f > F-;b-4 ;b] [ [3- (2-7^ 

J-l, 2 -^^-dpyx^;b) -1- [ (3-7DD7x^) - 2- 

ifA-lH--f>F-;i/-4 — f;i/] ;T3f^] [ [3 - (2-7^7- 

1, 2. -v**rv -1- ( [1, 1' -tfy^-;b] - 2 --f^*^^ 

# ) - 2-lfJl/-lH-^>K-;i;-4-^jl/] tf^F*/] [ [3 - (2 - 

7 ^ y - 1 , 2-j;t^yx^) -1- ( [1, i' -¥?x.—)v] -2-4 

7 2 — 7°D UVb" 1 y K-;i/-4 -4)1] >j - ^-->] Bit. — TT 

3- 2-i?t^pyxf;i/) - 2 -i/^nyn tf;i/- 1 - (y 
-iH--f>K-;i/-4--f;i/] t^^>] Si, [[3- (2- 

7^7-1, -1- ( [1, 1' -tf7i-M -2->f 

-2-i/^o7 , Dt>- 1 H-^f> F-;i/-4 ->f;u] >f3rS/] be& 

> 4 - [ [3 - (2-7^7-1, 2-VHr^V^)^) - 2 -m^l/- 1 - ( 
- lH-^>F-^-5-^M tfdfS/] 2- [ [ 

1- (2-7^7-1, 2 -V^^V^M - 2 -m^yb- 3 -7x-;Mf 

;i/-r > ku 8 ->r;i/] ^-=3p^] s^ 2 - [ [ 1 - (2 -7^ j - 1 , 2 

4 4 ffifl#¥ 1 1-3078005 
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-i;t^yxfjb) -3- (2 -t? ^f;i/-2-if;i/>f>KUi/'> 

- 8 -^f/1/] ;f3fS/] 2 — [[1— (2—757-1, 2 -;7;f 3f yai^ 

;i0 - 3- ( 2 -i^y m^i,) 2-i/^n^ntf;i/>r> FU s?>-8- 

-Op] ^-=3p^] 2- [ [3- (2—757—2 -t^yif;i/) - 2 -m 
f;i/-i-7i-;wf i/>-iH--f>f>-4-^f;i/] tf^i/] 2- 

[ [3- (2—757 — 2 -^^rVif - 2 -m^jb- 1 - (1-^-^,1, 

) *^u>-ih — r >-r r >-4 ->r;i/] ^-=¥->] to, 2- [ [8- (2-y 

5 7-1, 2 -^3f y:n^;i/) - 7 -rc^;i/-3 6 

)V [1, 2- a] 1 --<;!/] ;f3r^] TO. 2- [ [8- (2-75 

7-1, 2 - i/t^yif;i/) - 7 3 6 - (2-if7i- 
*^;t/ [1, 2- a] tr^y- 1 --r;i/] nr^v] to, 2- [ [8- ( 

2-75 7- 1, 2 -S/:*3f y:n^;i/) - 6 7-xf 
3 [1, 2 - a] fcT^s>>- 1 --f;i/] TO. 2 -[[8 

- (2-7^;-l, 2 -*;*^Vi^) -7-lfjl-3-7i-Jb-6- 
7ic;i/^f^ [1, 2 - a] tT9SJ>- 1 --f;i/] Jt*i/] mm. 2- [[5 

- (2-75 7 - 1 , 2 -S?t^yif^ -6-ifjb-7-7ilWW 
[1, 2-b] tf U ^*^>-4 ->f;i/] ^-^rS/] TO. 2- [ [5- (2-75 

7-1, -2, 6-^f^/-7-7xx;Mf;v [l, 

2-b] ¥V #Py-4 ->f ^-^i/] TO. fci:tf2- [ [5- (2-75 
7-1, 2-^yxf;i/) -6-xf^-2-7i^;i/-7-7i^^^ 
;i- [1, 2- b] if u jfs?> 4 — >f^] TOfrg>iB#3^Sft^ftU 
-£©y°n F^y*\ t;L<{i^tie>o^Jifi : ^$ns^^fe«^tie><Z)zK?n^i 

XX IX) ^: 



mtiE^^F 11-3078005 




[0 0 17] 

xxx) s PLAgBawsfs^-rsiiiSrwafcrs, #*ff*fctt^jhtc 

XXXI) s PLA 2 m.Wm&'&m**Z.£.&ft&£.? K»#«rJC;i3VAT 

XXXI I) a P L AgEBgflfflt I IMPLA 2 P I^J'^&XXX) £fcteX 

XXI) gE*£©^#*£ 0 

xxxi 1 1) m&ififom. stm. mm. wm. ifcwTO5xxx) ~ 
xxxi i) ®^mjwcffi«©##?*. 

XXXIV) s P L A 2 pif i&^t § 3 i: i: tslMlHif 0 

XXXV) #«*fett^ihtC«fc«rillfil««^DSt&jCs PLA 2 PfiSI^ 

XXXV I) s PLA 2 lilMS:^1-*«S*«:«#?R4:LTfflv%S^h«:4f 

4 6 ffiIE#¥ 11-3078005 
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xxxvi 1 1) ^m%t=.tefow±iz£^Tmi&yiMiz&&m^izifcm : knm 

XXX I X) s P L A 2 mWMWL IfPLA 2 PlfM5XXX I V) ~X 

xxvi 1 1) (D^-rtimzmmco^m^m 0 

XL) HMfttfjfrK. BfBi. Wm. Jfctt/Mt^SXXXVI) -XX 

xix) <D^-?nfrizmm®^ffijjm 
xl i) s A 2 mwnz&^&z £*!&&£? z&itnmwimwvmm 

xl 1 1) s p l A 2 mwmz^m^ &mm*&&mt.LTm^& z.£*w& 
xl 1 1 1) ^ffi*frte&&±\z&^xm.mfcM\z&&m^\zm&*nm^ 
xl i v) ^mk^^b^±izjz^z ^mv<miz^>^m^^Mm^wmmLt=. 

mz s PLA 2 lMS:^t5ri:l:Mi:t€»lJliiSl^iS0?&im 
XLV) s P L A 2 1§S0«« I I S P L A 2 E§SlTf »4X L I ) ~X L I V) 

XLV I) R&tf'frlBL JJFIH, PH, Wfii, *fctt/Mtfe^XLi i) ~x 

lv) (D^?frmzmm<Dmmfr& 0 

XLV I I) s PLA 2 EfIS:^t6ft$»[*M^T, 

XLV I I I) s PLAgKWSa^I IS!PLA 2 P.a#£l|-e&<g>XLV I I) IB 

4 7 ffiIE#¥ 11-3078005 



#5p 1 0 — 2 9 2 4 



I L) Nftgtfjfrlft flFJR, WWL EM. *fett/Mt'fe5XLVI I) £fc«:X 
LV I I I) 8B«©«#*i£. 

s p LA 2 mmm<D&m 0 

©I lSPLA 2 lf^J©m CM**. 
[0 0 18] 

^«RlcR6*it^P)^i:«IK«(OR^ fett, SIR* 

Bi#§#ffi#mSJc£vNT«. ^#ifc^e>iSa©«#»[tc 
e> (c iif«^©tt©SI^ icgfti b £ assists £ W £ rtm§ 0 

^ic^rf*, (k-^- : donor) frbffimzntz.m^zmi-f&z.ttf 



ffiv^4ii:^^5iSS#{fSii:^$S 0 $ix.tf> 4>IIU JffFHU W 

4 8 ffi§E#^ 1 1-3078005 
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m L X V > -5 tfrfllfifc J: tf»Jft £ * 9 > ^"T * JWtu IC P L A 2 ffl«9 & & i £ 
* ttlK«^«[^fl5 fC « V ^ X (K^— : donor) M<D^m^W±-t ££ABU 
ICs PLA 2 Pfl$M£^t-£^t£#lf£ CI 

*9§*H»^ r s p l A 2 mmM^m-r^WL^u^mnLxm^^i tit 
it s p LA 2 m.mm*&m-?z>mmzm^2>z-n* mm^mzfto^ k 

±- fr£>Mffi2*l£Hi3§S:^# (l/5/fcTx>h : recipient) &C#*fi-r&£T* 

^ww*** r #^* fe tt^ihtc i oT^jfii^«ic & single ftMi&nmwL 

f £J£*t«C s PL A 2 PS«U£«:^-r£j ill*. ^flStcfc^TfcJfipRffli 
Ttel"$/lfx> hfclBH* JKIiflC s PLA 2 iS«J^^-rS31i:^$: 
Lf~mz s P LA 2 ISSM$:^-rSj ^glC^TMPPUfilC 

^tuttr*^ r s p l A 2 mwM*^m-t2>&&wiZ:H^x. fflmvtm^z 
s p LA^s^i^^-r^^M^M^-rs^^^if^ti^o 



ffiSE#¥ 1 1-3078005 



#sjz 10 — 29242 



[0019] 

* r H iz J: o T38t*£©lfc** e.ffi«K:3S5t S 4x* . IMMifMtfd± 

^-^•£*l£> (M^.^> S. M. Berge^, "Pharmaceutical 
Salts, " J. Phar. Sci. , 66, 1-19 (1977)). $ 

-K m$/S/l/-K :r*hi/-K 7M7^f F, 771/-F, 

$/;i/l/V~;i/£/*- K t: Kn^fi/t7 K F, •'fV^tf-^-K 

^^-x-— K ^*Mf**-K 9 ? — K vl/- K v;i/izx- K 

U-h. ^f^/7*n^ F, ji^-M/-K h 

, 2*4r-K ^:7^>l/-K - h L/- >Tl/x-K 1/- K A°;i/^5=- 

, Xf7V-F, X/^tf-b, #*-K ^;i/FU-h, h 1/ U 

& itnm^mmmm 1 1=. vmm & w -r s ^ &m *u * a * *i © *9 

5 0 mii^ 5 ! 2 11-3078005 
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#^E-r^o R-£J:tf S-Mttft, ^^^d;tKh^>xMtt^CDM^-^^ir^ 

b T ^ Z 4km<D lz J: y #«fft S #&tc £ »J KJg-r * . 

■5 (Bungard, H. , Design of Prodrugs, pp. 7 
-9, 21-24, Elsevier, Amsterdam 1 9 8 5) „ Mx. 
Ji % £ lz t£ Z> WL^Li t-£# £ m m & 7 ;i/ n - ;i/ £ £0 $ * S Z £ iz £ o T Sf it 2 n 
Sjc^^/I/, *fcttfc£K:fcS|fcttffc#<»i:jgSJ8;7 5 iliCJ; 
oTjSI5iSii«r$ F©«fc3fclfctt8NM*:«:-£tf:/n F^y ^te^ti^cteJ: < 

»-^lCJ:oTtt, (7 2/ /I/ 7A^rM^f;i/Jfc« ( (7;i/3=Jf 
[0 0 2 0] 

rs PLA 2 KfF3!IJ fcSJSfgtt, sPLA 2 «Sti5fflI'J>fl§fOD^ 

#&aa — (i) ~ (xxiv) -e&t>ztiz>{b&fa xxvi i i) 3s&z$x 

5 1 ffi§EW¥ 1 1-3078005 



4#3£ 1 0-2 9 2 4 



XIX) T?flfa*3*lfcft-&<8>, 
[ftBl] 




CF 3 



5 2 ffiliE#¥ 11-3078005 
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**ia:*g*!U ASff. Wm#L P*aff, xij^i/ 
M&tt © fe #> fCjftjfitf$affl&|g$&S! * £ ti^ Bfr^ffl £ ^ -T £ fcl^ £ 2 m g / 

it. mmm. mmm* as^su ^aijuiisik a^-t^aitc"*-*** 

5 3 ffi£E#¥ i 1-3078005 



#5p 1 0 — 2 9 2 4 



±j\yu-^^ -r h y ^A^j;i/^^pi/^^;i/-fe;i/n-x, (aft/St? y*;*, nnr 

mvmz m& * ic £ &mi t & z. t # -e # § . tsttf^ & b a l i* araj & 

. 0 1iiiol/L~10 0mol/L^#[fP,|lS P ^tKii, 0. 1 m o 1 
/L~l Omo 1 /Lj$m\f e>*is 0 

<tt, 0. 1 —lmg/kg/B^-e&So 
[0 0 2 1] 

©j^ft*^^$:Si*1--g>o :n^;w n-^ntr;K >ry^ntf 

;K n-^^;i/, ^fV^f^ s e c-?^;K t e r t-y^;i/. n-^>5^ 
n-'X^pS/;!/, n -'Ny^;!/, n-;*"^^;]^ n-7^--;K n -Til—Jl 
> n-^^-^^j-^ n- Kf^-;K n-hy-r:fr-;K n - ^ h ^t"**— ;i/ 

5 4 ffi|E#¥ 1 1-3078005 



djf 3J2 1 0 — 292423 



n*7^—V)i, V'O&vji* £«fct£;i£ (xxv) : 



R 5 , R 6 , R 15 , R 16 , R 22 , R 25 tC;fctt£^i?i3gi«£ ITU 7 ol- 

[0 0 2 2] 



[ft6 2] 




(XXV) 



5 5 



HJ3E*Sf¥ 11-3078005 




4f ip 1 0 — 2 9 2 4 



, 7zc^;i/-r ^ #vy ;k h'J7i/u;K ji. 

T\ZVJV, =5-7 VYW ;b, -r>KU;i/. A;w^/'j;k ;;i/A;bv-;K 7 if 

#v;;k >rs#V[i f 2 -a] i^j^-;k 

— y;i/, 1, 2-^>x>f y^-tf-yy ;k ^>y;*-3fi*-v*y ^>yf7i/ 
y ;w ^ y :/ y ^^;k y if y s?— y x. -ji y - ^ k > \£ 
y^-;w try $ 7i-^kry.5^, 1, 3, 5 - n 

yr^-;i/, 'y*^v—n,, 3py #-tfy-;i/^#iPi:f 



R^Cfc 
[ft 6 3 ] 



/=v^(R 16 )c — (CH^y^^e 



— (CH2) f ^=v^(R 16 ) g /=v^-(R 17 )i 




— <CH 2 )j-[j=~~^(R 16 ) k _ (C H 2 ) m -^~^-(R 1 6 )n 
a , P 



. 2*1* -(CH^ 0 -^J[3-(R 17 )p 

Y 



(5£tf> K d, f, h, j, nu £ J:tf o te-eti^Mfiitt/T 0 ~ 2 GD^t, 
R 16 j8£&R 17 l$?tl-?tim±LLTS\USfy. C1-C10 7M;K Cl-C 

Cl-C107Wf^ /I/, fiitfCl-Cl 

5 6 ffiliE#¥ 11-3078005 



10 — 292423 



cH 2 -^fc»- (ch 2 ) 2 - rimmm*&fcitmnm^ c i, 

p&0~5tf>Mlt e£0~7©^tfc, g&0~4©^. k £ J; n it^tl^ 
tl3!fti£bTO~3©fiES!t) jWSLV*. c, e, f, g, i % k, n, fc^tf/ 
* fc p & 2 Jg*±©»£\ ^ifc^tf) R 16 £ J: R 17 li-eti^tlM^ o T 

[ft 6 4 ] 




Y 



o 

[0 0 2 3] 

^p;K C2-C6 7M-;K C2-C6 7^-;K C7-C1277^;i/ 

(MAK, 'O^fe^of^i*^^/) „ c 7 -c i 2 u;k c3-cs 

^7x-'JM Cl-Cl 07;Wt^r^ Cl-C67;K;i/t^i/Cl- 

C6T;i/^;v ;*^;i/>r=3f x^;^ 3^>*^;b. 

fcJ:tfx^;i/;*-3f S/x^-;]/) , c 1 -C 6 T Jls^JlTt^ri/C 1 - C 6 

5 7 1-30 780 05 



10-2924 



. ci-C6 7W«-;i/75; (Mill 

^ **)\/7t2c*/r^ J&&tf3L?-)\,Jt3ri;T^ J) , C1-C67 

J) . Cl-C107Wft, Cl-C67M;i/ftijM-;P ($f;U£ 



, *?-J]/^*2i;Vtii— Jl&J:T$^7-;V?-7rj])ljS%-)] / ) , C1-C6 7^M 

, C2-C6;\D7;i/^^ri/ 2-^DDifM^rJ/fe<):^2- 
^n^xf^^i/) , ci-C6/\D7W^M-^ *nn* 
;i/££iF:/n^ , ci-cio^n7;i/^K 
Cl-C6tKn^«>7^^ ti Fn^e/^^;i/fc«kt>*t: Kn^pi/x 

^/i/) , ci-C6 7;i/^;i/^-^s/*;i/^;i/ ^^;i/^-^>>^j;i/^ 

^/feJ:tKx^^/*^r2/5{7 i n/3K— ^/) , - (CH 2 ) 2 _ g - O- (C1-C67M 

(§| , v;b^^ri/, 7'J-;mi/ (Mill , 7'J-;i/ 

(ix.H 7i-^/ft) , - (CONHSOgR 76 ) . -CHO, T^y 

s 7^yy, ^py>, ^^/U;k ^btft^riWK ^j;i/^y;p^;b^"jp>/ % — - 

(CH 2 ) H -COOH *^/sK=¥S/>l^/b, jtjfl/tf* fr. 

, tF7i?A tiKndpi/, bFn^i/7^A -hn, /ft*?*/, -so 3 
h, ^y-fe*-;!/, ci-C6jiiM^, MiStfi. Sit 

C 1 -C 6T;b3p;K Cl-C6 7;^;^^r^ C2-C6AD7;^;i/t^ 

t/. c i -c 6;\n7;^;K ^itfAD^^e^s^^i^^Hb 



5 8 



ffiSE4#*P 11-3078005 



1 0—292423 

R 1 , R 5 , R 6 . fcJ:tfR 25 tf> «fftft^tti$nfej © r#^f#ft 

SSISj fcitu ^n>f>. ci-c6t;i/^;k ci-c6mwj/ 

„ Cl-C67Wft, Cl-C6^nm^*U>. $e>tcff*u 
7M3$*>, C1-C37W, C 1 -C3 TJl^JV^^riy^ C1-C3 
C 1 - C 3 /MaT^/l/tf^tf 
R 3 , R 4 R 5 , R 6 , R 23 R 25 , R 60 , R 61 , R 72 , itfR 73 ^ P 
#*5tFtt«SI3£j £bT&, C1-C6 7M^ T^;1/^t;K C1-C6T;!/ 
3f;b;f3r£/, Cl-C6 7M;i/fl Cl-C6t:KD^S/7^M C2- 

v>„ $ £>{c#f£ b< ci-C6 7;wi/, 7^;i/3f;w ^;i/7^^r^, ci- 
C6tKn^^r;^;K 7i-jk s a c i - c 6 7;^;i/t ^ a ^^K- 

[0 0 2 4] 

l>*i^%L<ft2TO-Lg > ^g$giir£^rj attftta Lffiojf%ftifmMi&&j%'t 

ffl3.it, l-Z/pu-7w<—JV, 2-i/?D^D^K 1 — □ zf^r — 
;k 2 -S/^n^-r-^^W e>ti&. 

n-^nfcf^^", >f V:/nt^;i/^;tf\ n-y^)]y^it, n-^l/^jv?-*, n 

5 9 ffiIE43¥ 1 1-3078005 
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UtS 5] 

O N N O O 

II // \\ t i 

s — oh ,n p — oh o — p — OH 

II | | 

O ' H OR 77 ' OR 77 * 



OR 78 OR 78 

t I t I 

-P {CH^^— N R 78 O P (CHg)^— N R 78 

OR 77 R 78 • R 78 R 78 




OH 



O 
II 

-C OH 




^^b<«, -cooh, -so 3 h, ^^«p (o) (oh) 2 ^#w r e>ns. 

[0 0 2 5] 



ffi£E#¥- 11-3078005 
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[ft 6 6 ] 




Mli-CH 2 -, - O-, -N (R 0i ) S R' a 33<fctf 

R^tt-eti-r^ianiibT**®^ ci-ciom^ yy-;w 75^ 

-0-CH 2 - -S-CH 2 -, -N (R 81 ) -CH 2 -, -CHg- CH 2 ~. 
-O-CH (CH 3 ) ifcti-O-CH ( (CH 2 ) 2 Ph) - R 81 
liCl-C6T^;K Ph«7i-;b) f^mfhti^o £ £ic$F£ b<&. - 
0-CH 2 -^feli- S-CH 2 -^#(f £tl6„ 

- (l 2 ) -jcfitutattf&sa-s-, um^r=.mmmo)w.^t.m^v^m(D 

n^^r^>«Htt, - (L 2 ) -0ft$?:2lftLtftttS. #*bVvBStt 
, 2~3T?&$. 

Sl^tvfeMIB rr;i/^;vj &jfti* , r<&. #[;Ui, kKD^i/^f;k 2-tFn 

^WiW*^, rru-;i/j ^3!t«%b<ttli^at«5Sr#*«ft*ill&« 

6 1 ffitIE# 5p 11-3078005 



1 0 — 2 9 2 4 



n^t^i^K a-F7i-^ ^7Mn7iiji/, S/^ n n ^oii=.;i/, s;^ 
^nn7;i/tn7i^K 7~u=E9 d d 7 ^—jv^tfmtf £>*i£ 0 

[0 0 2 6] 

o 

mmmmtihxit. m — y^x 10 — 12kg) &;gw.s> 0 simim* 

clump V^l$><5 Total Hepatic Vascular Exclusion Model £'f1=E£i-<g> 0 Z.CD 

m<D2B$mzft<DA>( A^frbffishffimzftoo mmt2mmtL. unciumptc 

6 2 ffiSE#^ 11-3078005 



10—292423 



<fc Jff#JK** £ ©l£l$fi&J&-!*- > :/ V y Viz J: §#^Jff 

e>*iTv>& 0 -t&t>t>, *n^-ett»»»*i#«fjcfews i «riafiiajfiife«fctjc 

[0 0 2 7] 

— JKsS (I) ~ (XX) Tf^fcStlSft^ifett, EP-620214 
7-010838, US- 5 5 7 8 6 3 4) , EP-620215 g§¥ 7 - 
025850, US-5 6 84 0 34) , EP-675110 (#gg^ 7-28 
5933, US- 5 6 54 3 2 6), WO9 6/0 3 1 20 10-50 
5 3 3 6) , WO 9 6/03376 (#^1 0-503208, US-564 
1800) , WO 9 6/0 3 3 8 3 (# IH!¥ 10-505584) , W09 7/ 
21 664 (EP- 7 7 9 2 7 1) , W09 7/2 1 7 1 6 (EP-77927 
3) , W09 8/1 84 64 (EP8 3 9 8 0 6) , W09 8/244 3 7 (E 
P846687), W09 8/24 7 5 6, WO 98/24794, WO 9 8/ 

2560 9 mizmmz fix ^z'AftuDjjmz&v £&t*£2> 0 

-«5£ (XXI) &&Zf (XXI I) T*mt>2ftZ>lt&mi*. JXT&X*-!* 
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Mb 6 7 ] 



N0 2 



o RS-k^OR" o 




(XXVII) 



OR 



R (XXVIII) 




N->*\ o2 R3 ° COHal 



N 



a6 



(XXIX) 



ft 3 J* R 5 ^" fco 
<xxx) r 90 




S4I@ 



OR 89 



N 




R 6 R 1 

(XXXI) 



Sg5T.5| 




Hal 




R 6 R 
(XXXIII) 



R 5 ' 

R 6 R 1 
(XXXII) 

R^-^-Alk N^V^V-o* (XXXV) 



r 6 R 

(XXXIV) 




NH 2 



(XXXVI) 



(aS*, R 1 , R 2 , R 5 , R 6 , R 18 , X, Y, fe<fcl>*L 3 «trffB^|pI^^ R 8? 
, R 88 , £<fctfR 89 teC 1 -C 3 T;i/3p;K R^ttR 1 ©^, HaKiAD^ 

a i k&y;i/# y^MSavr) 

[0 0 2 8] 
l IS) 

^□PgfcJ:, H°nD [1, 2- a] fcT9*;>ajlS:=BIS5 , r*XgT?a&»J, J. Chem. 
Soc. Perkin Trans. 1, 1990, 31 1-314 lCfB«<D#&lCt£o Tff 5 - £ #T S -5 
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iff Jq2 10 — 292423 



(f2ii) 

xxv i i) iz**i/i&itv y, yn—jiftxtis-y? *jv u V Fm<D/\utf 
yfcMZMx.. i~8B#p^ &£L<&. 3~5mmMmMffi,-*z> 0 m^nt^t 

;v) , ci-C3 7;i/3-;i/©7;i/A'JMfl:^ (MAH ^-hU^A^h^r 
S/K. th'J^Axb^i/K) ifecfctfp - h;i/x>x;i/^^ h y V urn* 

70T;~120TC, ^ib<H 8 0~1 0 0"CT?5~3 6B£RU 
<ttl 2-2 4^ra*#p-r-& 0 £lC«fc »J, (XXI 

x) mr^^tts. 

(I31g) 

#X3i&, tfnn [l, 2 -a] if^Vy<D6mzm^&^mA-t^>JimX'^> 

xxix) 1:1, 2 -^nni^x m.ik*?vym<rtfemz.mM\^, - 7 8 
r~i or, ^^l<i±-2 o*c~zK#tt% R 90 coHa i fei:0;i/>r^^ ( 

A1C1 3 , SbF 5 , BF 3 f) *yp~o<VM7t. -101C-101C, 
^Jt<ttOiC~l 01CT'5~3 0^ ^Kttl0~2 0 3f^#t-«5 0 * 
^©MfSte, iI$:ffll\f{C, (XX IX) £R 90 COHalM 

m (XXX) (J. Med. Chem. , 39, 3636-58 (1996) #flg) „ 

(i4X@) 

#Xgte, fcfnn [l, 2 -a] 6&©^;i/3jf-;i/S$:3g7t:, 
i^>lc^g|-r<g>X^T*feS„ (l»liH a l c l 3 ^0 zm.it*?- uy 

, fh7fcFD77>Wl!CMl, -2 0°C~10r, »*L<ti*?^T 

#jc, -2oic~ioic, L<tt#?frTJCT, mt*?i/y. fh7tKn 

7^ bfcffc^flj (XXX) fejDA, ^ib<ii2 0~3 0^U 

£ <blC 1 5r~4 0"C, ^tl<tt20~30t(Ctl-5m #£L<&2 

6 5 ffifE#^ 11-3078005 
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~3mmM?$?Zo mi%<z>&® i m$:fioz.tizi:v. (xxxd zmz> 

Zl^^T^S (J. Med. Chem. , 39 , 3636-58 ( 1996) „ 

XXX I ) izm&m^OMZtiUz., 80-1 5 Ot, ^tb<tt, 10 0TC~1 

rtic<fc»j> ^ft-a-^j (xxxi i) 

aw** l-smug, ^£l<&. 3~5^iaioi»3Si6-rs 0 mw^mm^o 

ztiz&v. (XXXI II) 

L 3 -Htthy f A*©r^*u^jR-fb^cDiB*»[K:. fb-&«> (xxxii 

i ) $5£Tfp - bfr^yxji? j >m± h U ^A^^ADX., 7 0°C~1 2 0*C, 
*?*L<tt, 8 0-1 0 01CT-5~3 6 ^ Kit 1 2-2 4HWt 

z>o mn<D&#m*'< : foz.t.\z&v^ (xxxiv) ^#-g>3^*^^s 

o 

— *XgBu 0-t£tcB^a^^A -j- -5X^T&5. il^m (XXXIV) £ 1 , 

5=- h^t Kn79>^©ISJKK:»*U Hal-C ( = X 
) -C (=Y) -Hal (M^.li, SMfc^-tf-y/b) fe^^N-^^^^E^^U 
h'Jlf;i/7 5>f®igi^M, 3 0"C~7 0°C, 40-6 

*MC-€-^£\ 5-3 0^ #lfeL<&, 10~2 0^f§ o jtSO^flLSS: 
*?e>3£fcj: ft-^-t) (xxxvi) &mz> 3£#T*££„ 
[0 0 2 9] 

-flg:£ (XXI I I) (XXIV) T?36fcS*l,-Mfr£fttt, ^T©*^ 
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- A {C b o T#m-r 3 3 £ 6 , 

[ft 6 8 ] 



R^HaCN 
(XXXVH) 



I (xxxvm) (| (xxxix) 

O R 2 




i H41g 

0(xd H2N yD(XLi) ° - N 




(XJLU) 



(XLm) NH 2 >=< (XLIV) (XLV) HN ^- 
R 6 COOB I 



N COOEt 
R 5 



^711 




(XLVI) 



(xlvii) 




pOLvni) 



(5£tK R 1 , R 2 . R 5 , R 6 , X. J3J;^Ytt@ffiafc|SlS«, R 90 tt^f4*£^ 

[0 0 3 0] 
m 1 X®) 

r&JRS*lTV^S*fett^<©^K:J: *;Mtc#e>nsft'&«j (XXXVI I 
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•TfrmommzmML. - 7 8"C 2 OTC, L< It- 7 8 X: 6 0 °C iC 

fiartcrr u^/^n^ h\ ru;i/^nu f^cdt;i/^— ;w^-r K&iaa., it$ 
^~2 4m #*b<tti©ra~8«pis J Ejcss«. mn<D&#im$:ftoztL 

(XXXVI I I) SrffSrttfTftS (J. Chem. Soc 
. Perkin. Trans. 1, 1987, 1986 #M) „ 

(f2ii) 

(XXXVIII) Jfb7tKn77X ^x^;i/ac-^;K x^l/ 

- 1 5*C 1 OTCT^iJ-^-Mti (R^gHa 1 : H a 1 l*/\U>fy* 

^•T) SriUx., -2 01C~3 0*C, L < 0 IC ~ 2 5TCICT1 — 1 5 B#|S, 

#3^<ttl~8l$|8LRj£31i:S. »#©«HM&tf3£fcK:j:»J<ffc£'4& (XX 
XIX) 5:#5z:t^T't5 (Synthesis, 996, 198 8#M) . 
3Ig) 

*xsi±4>-frt©nMlg^«:*!/>Bl'fbi--6xg-eS)S„ fl^fc (xxxix 
) s^nn^x »Bfcx^^/, y -;i^ic?£j!gu -7 8tc~ot:, # 

£L<te- 7 8-C 6 0VlZT*l/>*&K& a K&^mTTS 



($4I|) 

(XL) $:^^-^ri?->, fN7tKn77X ^x^;i/x-^;i/^©^ 
U fl^gf (XL I) 33J:tW6lfc, »Sfc^©K*iiliLfe||, 5 0 

TC~1 001CCT0. 5 ~3 BUSSES 3 it* £ C J: »J N&#:7*;i/>f ^ KT»« 
®£*l£^D-;i/fi##: (XL I I) (Ch e m. B e r. 

, 102, 3268, 1969 #$0 o 

*IiBft^« (XL I I) ©7^M^ K^TOtSIit^S. jSf&fr 
£>tl&j!S£'(£f§LE£& (Protective Groups in Organic Synthesis, Theodora W Gre 
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en (John Wiley & Sons)#M) IZ J: »J ft O Z\ £ *?T?t -5c flUtf, flS-&*> (XI 

) &x*y-^©r-n/n-^/*«tc*»u n F9$?>&iii*.* 5or~io 

0*CiCT 0. 5-3 HfrHjRJ&SltS ' £fc£ *J y^ Jfc (XL I I I ) 
(« 6 X®) 

j&<DTfr*M£*ff$xm-e*b&. <£&® (XL i i i) fcfl; 
(xl i v) £ i o o°c~ i 5or{:tio~6 o^Kft^-tts^tcj: y 

„ (XLV) &#£Z1 (J. Heterocyclic Ch 

em. , 31, 409, 19 9 4 „ 
(I7Ig) 

if an [l, 2-b] bf u 4f^>an&*Sii"*xje-e*>*- 

(XLV) IDowt he r m — A % SAS-2 9 6f ©MtCtlHU 150 

■c-2 5 otuct i ~8t#i^5/&£-fr£r hicfc y tfnn [1, 2-b] t?u** 

(XLV I ) (J. Heterocyclic 

Chem. , 31, 409, 1994 . 4fi0t Fn «t® 

am 8 nm) 

(XLV I) ^fh7tKn77>, i/7fWAr^ F*©»«C»- 
JKKfcUtfi^ 7jci|>ft^ h U ^A^©^«^3ci;t>*R 26 -H a 1 (Hal 

ii/\n>f>) &#n*-. or~i oot, #£b<&2 o~ 4 orti~i sufria 
£/S£i±£rhJc£Ufl;iM&l (XLV 1 1) 
(^91i) 

^Xigte, 5&JC«g|«£^At-<5XgT?&So fl^ift (XLVII) 5:1, 
2-^nni*X fh7tFn75>*C!)*lC*»U Hal-C ( = x 
) _c (=Y) -Hal (Mitt*, <fct>*N - ;* rjU^JUft V 

y % h 5 >^0D^*&AD^, 3 0 °C~ 7 0 °C, 0£ b < 40-6 

0lCT'l~10m #;£b<tt, 3~6^^#1-€>o BL&tiL&ftTyt — '? 

*mc**^ 5~3o^ ftKn io~2o^»m. migo&mm* 

ft oz. t\z& fls-&4& (xlv i i) ^^srh^ts. 

6 9 ffiSE^fW 11-3078005 
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AST: Aspartate transaminase : 7 X A° ^ 3r > gjg h9>^.T^^" — if 
ALT : Alanine aminotransferase : 77Z.>7 ^ J F5>^7x7-t* 
L DH : Lactic dehydrogenase : %m$lykMWM 
HTB F : Hepatic tissue blood flow: JMMltM 
m i n : jfr 
h : B£H 

[0 0 3 1] 

m^mmn lti±, io-i2kg) zm^&o ^.mftw 

« fc J: S M^SfST tc, reUKfc <fc *J»IR i: #gMS© WJC A-f * # 

clump V\^*J>-& Total Hepatic Vascular Exclusion Model £ Z.<© 
lffl2l£|S»$fc<D/W/**jfr&«^li«&fT3. PJ3.lfn.te: 2 |HJ£: L, unclumpfcfc 

^tgOJM^t: LT A S T, ALT. feilfL DHfeSUfeLfc. 3MIM$T&«2jH 

itttm ( 1 ) ; 

[ft 6 9 ] 



NaOOC 
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iff 5p 10 — 292423 



bu- jvmt., iti$m (i) <Dj&j*zmtiuL 

ICT> 0. 2mg/kg/hrT'fi$Lf: 0 
^ <£>MIH £ 0 1 ~0 3 IZjjk h 
[0 0 3 2] 

H»J3 ^Jto^-^lC^3^SJfF^«4(Z)M^ 

HSfeMl t|Hl^(D^T^J^$:f?ofeo (1) l$nm%LM2 0 

&frbum%L&4 o#£T*<Di mm. ^.mmm^^m^mzx. o. 2mg/ 

©MHI 5:05 ~0 7 fC^ b fee 

m6M2^j;t)f|i»j3 tmm&x&zm^x, jra«a^*£M5tLfco 

[0 0 3 3] 

srtA^, (i) ®^jfiiitri8#K«fcyjff*iB^iMiSFsnTv^ii:««45 



zztfrb. \t^m (i) <D&Mffimmz&>)Bfmmt>mftznx^2>zL£tft> 
s 3 & e> t&as*T? n y v u - )vm t jt« L/ t l d h <Dm * mM JCfflJtH L T Vn 

04 fr*>ny b u - jimxitm&WMKMzmztm\^xBmiz&tf &ik%tmL 

7 1 ffi£E#^ 1 1-3078005 
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m 5 ^ e> t&a^-e & n > h n - jvm t ttm itAST©i zmMizwrn it^ 

06^ e>?&«3£T? itnybn- ;vm £ Jfcifc halt (DW zmMizWffl LX^ 

z>z.nfrt>. it&® (i) <DmM&&mz&vfftmmibm&ztix^z>z.i:tft> 

[0 0 34] 

ffi&f&ft 2 5 0 

fyzfy (mm) 200 

Xf7'J>g|7^^i/^A 10 



ft 4 6 0 m g 



mmm2 
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#5p 10 — 292423 



(mg/il) 

2 5 0 
4 0 0 
1 0 

5 

6 6 5 m g 



0. 2 5 
2 5. 7 5 
7 4. 00 



-S-ff 10 0. 0 0 



7 3 



6 0 m g 
4 5mg 
3 5 m g 

4 m g 

4 . 5 m g 

0 . 5 m g 

1 m g 
1 5 0 mg 

11-3078005 
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*SH£f£4h -r>^>, JIU-XIZN o. 4 5^r>aU. S. ©^-5 

e>tCbT#^Ji©§: 5 0"CT^J1UTN o. 18*y*/a.U. S. ^Z^lZMiT 

8 0 m g 

•fyzfy 59mg 

ttJKf&tt-fe-fl/n—;* 59mg 

Xf7'J>i7^i/fA 2 mg 



0th 



t 2 0 0 m g 



"fy-Jy, t;vn-x, as <fct>*x^y y >»"7^s/^AS:^i/ 

, No. 4 5^»;i/aU. S. WCji bT^Mif ^ yiJ-f± ;WC 2 0 0 

2 2 5mg 

ffis w flgfl s aiyy -fe y k 2 o o omg — 



^•It 2 2 2 5mg 

RJciD«ibTl»»S-frfcia5pifl|i&iH^y-fey KJcMf-rs. ov>T*r (DU^m* 
. 2 g ©SltCAtlT^-r-Bo- 

5 0 m g 

± h v <)A^;i/^^^f ;i/t;i/n-7, 5 0mg 

7 4 ffiSE# ¥ 1 1-3078005 
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t/Uv^f 1.25ml 
&&mmmWl 0.10ml 
§f* q. v. 

q. v. 

mmyMtunx-^n 5m i 

8 

1 0 0 m g 

»3ftlflglKBft y U *fe V K 1 0 0 0ml 

[0 0 3 5] 

[02] mmizm^m (*fiiu/D . ««tK:^iais:i:»; a5»8fct£©i$ra 

> fflF«|g<5Dfi«li:bTALT©SEft€:^-r^^7-e&<5. 
[0 3] ttttic?jg£ffi (#fiiu/D . atttJcBtrlffl&iiy (2h/iiiii 



ffi§E#¥ 11-3078005 



#^ 10 — 29242 



[gf4] mmiz.m.ifommizftirz>m& (%) , mmiz.&mztv (p r e 1 5 

m i n mt-S®) ( 1 ) 1 5 £\ 5mi n/Uj:Ii|5^ 5min/R 

[05] mmiz (igiu/D . wMizmmzzv (nm^comm^mt) 
[06] ^ffiicsu^M (#fiiu/D , aiKic^r^^ty m*s^tf>n#na 

[0 7] Jftffttc$f£4i (Ifeiu/L) , 8t«lci$ia&i:»j (2h/iii4ii 

[0 8] ISffilC^jfilM^(CM-r§SU^ (%) , «ttJC^iaS:i:y (p r e 1 5 
m i n it&lkml 5£\ 5mi n/IBMt5^, 5 m i n/R&M2^ 5# 



0 
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mm£] mm 
[Hi] 

IU/L 




[H2] 




1 
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l 2h/I Son in 15m in 30 m in lh 3h Ch I2h 24h 



[04] 




2 



£B!E#¥ 1 1-3078005 




#32. 10 — 292423 



[H5] 



IU/L 
14000 





3 
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[07] 



IU/L 




2h/l 5mtn 1 Sot in 30ra in \h 3h 6h 12h 2<h 



[08] 




4 
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mm 



i 
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i&ffixizmffi] 



000001926 



:WT 3 T @ 1#8-^- 



100108970 

*Kffi*Krtjffi»ES&$H|5TB l 2#4# %£H 

dip? 



1 
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1 
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ffi JS A 



ffi ft 



[0 0 0 0 0 1 9 2 6] 



1. SESMUIH 

ft £ 



1990^ 8H23H 



i 
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